rats made pseudopregnant by sterile matings. Also, Finn & Keen (1962) , using rats made pseudopregnant by electrical stimulation of the cervix, were unable to cause decidual reactions with histamine injections. Orsini (1963) was unable to produce decidual reactions in either the rat or the hamster with systemic injections of pyrathiazine, a histamine-releasing agent. Further, Banik, Kobayashi & Ketchel (1963) have shown that increasing or decreasing the histamine level in rats had no effect on nidation. In view of the many conflicting reports, we have reinvestigated the effect of intrauterine injections of histamine on the induction of deciduomata, using pregnant, pseudopregnant and nonpregnant rats.
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Adult female Sprague-Dawley rats weighing 200 to 250 g were placed in mating cages in the evening with normal males to obtain pregnant females, or with vasectomized males to obtain pseudopregnant females. Pregnancy or pseudopregnancy was ascertained by the presence of a vaginal plug early the following day, which was designated Day l. Dioestrous or oestrous females were obtained by vaginal smears taken through at least two consecutive normal oestrous cycles.
Histamine dihydrochloride was dissolved in 0\m=.\85% NaCl and 0\m=.\1ml was injected very carefully into the left uterine horn near the uterotubal junction with a hypodermic needle (No. 30 s.w.g.). An equal volume of 0\m=.\85% NaCl solution was injected into the right uterine horn. For mechanical trauma experiments, 2-0 surgical thread was inserted into the left horn of the uterus from a point near the uterotubal junction to a point near the cervix. Pregnant or pseudopregnant rats were injected with histamine or saline or had the thread inserted on Day 5 of pregnancy or pseudopregnancy and were killed on Day 8.
Oestrous and dioestrous rats were treated with histamine, saline, or thread Work supported by Grant HD-00624-01 from the National Institute of Child Health and Human Development, Department of Health, Education and Welfare. Upendra . Banik and Melvin M. Ketchel when they were found to be at the appropriate stages, and were killed 72 hr afterwards. At autopsy the uterine horns were dissected free of adherent tissue and weighed individually. The weights of the uterine horns are expressed as The effect of intrauterine injections of histamine dihydrochloride is shown in Table 1 . Doses of histamine ranging from 250 \xg to 2 mg did not cause signifi¬ cant increases in uterine horn weight in either pregnant (Groups 1, 2 and 3) or Deciduomata in rats 261 pseudopregnant (Groups 5, 6 and 7) rats when compared to injections of equal volumes of saline. In contrast, the induction of deciduomata was unequivocally demonstrated in pregnant and pseudopregnant rats by the implantation of thread (Groups 4 and 8). Histamine in doses of 2 mg did not cause significant increases in the uterine horn weight of dioestrous (Group 9) or oestrous (Group 11) rats, whereas the implantation of a thread caused some increase in weight (Groups 10 and 12).
It is interesting to note the effect of the treatment on the implantation of ova. In uterine horns injected with either histamine or saline (Groups 1, 2 and 3), no implantation occurred. In Group 4 no implantation sites were observed in the uterine horns in which thread was inserted, although implantation did occur in the untreated control uterine horns. At the termination of the experiment (Day 8 of pregnancy), the implantation sites in Group 4 had not yet developed to a size that significantly affected the weight of the uterus. The weight of the untreated uterine horns therefore includes the weight of the conceptuses.
In some of our early experiments involving histamine, we observed that the injection of histamine into the uterus with a No. 25 needle did cause uterine swelling. However, as our technique of injecting and handling the uterus im¬ proved and we used No. 30 needles, this apparently non-specific trauma did not occur.
Recently, Cecil, Wrenn & Birman (1962) have shown that the response to injury and inflammation resulting in the decidual reaction was accompanied by an increase in histamine concentration, and that the decidual-growth-response resulted in a decrease in histamine concentration. The present data show that a rat uterus capable of responding to mechanical stimulation does not respond to exogenous histamine in large amounts, a finding in agreement with that of Finn & Keen (1962) . Kahlson (1962) has suggested that histamine is involved in the cellular metabolism concerned with growth and proliferation. We suggest that the changes in histamine concentration which occur in the uterus at the time of the decidual response do not cause the decidual response, but are related to the proliferative activity of the cells. The present evidence does not indicate that histamine liberation per se in a responsive uterus results in deciduoma formation.
